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BEOULATIONS FOB THE CONTBOL OF ABSFHENAHINE, ITEOABS- 
FHENAMINE, AND SODIXTH ABSFHENAHINE. 

Treasury Department, 
Washington, D. C, June 15, 1920, 
The following regulations have been prepared by the undersigned 
board of officers, in accordance with the provision of section 4 of an 
act of Congress entitled "An act to regulate the sale of viruses, 
serums, toxins, and analogous products in the District of Columbia, to 
regulate interstate traffic in said articles, and for other purposes." 
They are hereby promulgated and will supplement the regulations 
for the sale of viruses, serums, toxins, and analogous products, ap- 
proved February 12, 1919. 

M. W. Ireland, 
Surgeon General, Z7. S. Army. 

W. C. Braisted, 
Surgeon General, U. S. Na/oy. 
J. C. Perry, 
Acting Surgeon General, Z7. S. Public Health Service. 

Approved June 21, 1920: 
D. F. Houston, 

Secretary of the Treasury. 



KEOTTLATIONS FOE THE CONTEOL OF THE MANTIFACTtrEE AND 

SALE OF AESFHENAHINE. 

1. Arsphenamine shalt not be sold in interstate traffic, or in the 
District of Columbia, or exported or imported, except as provided 
herein. 

2. Arsphenamine shall be offered for sale only in colorless glass 
ampules containing an atmosphere of an inert gas, or in a vacuum. 

3. Each ampule shall be plainly marked so as to show the license 
number, the lot number, the name of the preparation, the actual 
amount of arsphenamine in the container, and the name and ad- 
dress of the manufacturer, in the following manner : 

License No. Lot No. . 

This package contains grams of arsphenamine (hydro- 
chloride of 3-diamino-4-dihydroxy-l-arsenobenzene) and conforms with regula- 
tions and tests prescribed by the United States Public Health Service. Made 
by 

The name arsphenamine shall be given precedence on the labels 
of containers and packages over the particular brand or trade name, 
and the size of type and display used for the name arsphenamine 
shall be at least as conspicuous as that used for the brand or trade 
name. 

4. Each lot of the finished product shall be tested by the manu- 
facturer for arsenic content and toxicity. 

(1) The total arsenic content of the drug as obtained from the 
ampule shall not be below 30 per cent nor above 32 per cent, when 
determined according to Lehmann's method as described in Public 
Health Keports, volume 33, June 21, 1918, page 1012. 

(2) The maximum tolerated dose shall not be less than 100 
milligrams per kilo body weight for albino rats when tested as 
follows : 

(a) Animals must be well nourished and free from disease, weigh- 
ing from 100 to 150 gm. Pregnant animals shall not be used. : 

(&) Feeding and care of animals. — ^The rats should be fed both be- 
fore and during the period of observation on a ration consisting of 
white bread, cracked com, oats, cow's milk, and, in addition, twice 
weekly, fresh beef and cabbage. An adequate supply of fresh, clean 
water should be provided at all times. The rats should have no 
access to food for from 18 to 12 hours preceding the injection, 
though water should be supplied during this time. 
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(c) Preparation of solution, — The drug shall be dissolved in 
freshly glass-distilled water and made into the alkaline solution by 
the addition of 0.9 cc. N/1 sodium hydrate for each 0.1 gm. of the 
drug. The final concentration of the drug shaU be in the proportion 
of 2 parts to 100. The drug shall be completely soluble in water in 
this proportion. 

J (d) Method of injection, — ^This should be'made into the saphenous 
vein by means of a burette or a syringe, accurately graduated to 
0.01 cc. When hemorrhage occurs it should be controlled mechani- 
cally. 

(e) Rate of injection, — ^This shall be at from 12 to 15 seconds for 
each 0.1 cc. of the solution. 

(/) An anesthetic is not required. 

{g) For each toxicity test a series of not less than five rats shall 
be used, and at least 60 per cent of the animals injected must survive 
at least 48 hours from the time of the injection, provided that if the 
first test is made on five rats onlv and more than one die the test must 
be repeated and the final result based on the total number of rats 
injected. 

5. In addition to tests made by the manufacturer before the drug 
is put in ampules, final tests of the product as prepared for the 
market shall be made on each lot by the United States Public Health 
Service before its release. For this purpose samples of each lot shall 
be forwarded by the manufacturer to the Hygienic Laboratory of 
the United States Public Health Service. The number of samples 
supplied shall not be less than 10 ampules from any lot, and from 
lots of over 1,000 ampules 1 per cent shall be furnished. Each ampule 
forwarded shall contain at* least 0.6 gm. arsphenamine. Accompany- 
ing each lot, the manufacturer shall send a copy of the report of the 
toxicity test and arsenic determination on which it was passed. 

6. Officers of the United States Public Health Service, when duly 
detailed, may enter establishments for the purpose of securing sam- 
ples and conducting inspections. 

7. When lots have satisfactorily passed the prescribed tests, they 
may be offered for sale ; but the right is reserved to require the with- 
drawal from the market of any lot designated by the Surgeon General 
of the United States Public Health Service. 

8. Manufacturers shall retain 2 per cent of the product from each 
lot for a period of three months from the time the preparation is 
placed on the market, provided that in no case this is less than 10 
ampules of at least 0.6 gm. each. 



EEOTJLATIONS FOB THE CONTEOL OF THE HANTJFACT1TSB AND 

SALE OF NEOAESFHENAMINE. 

1. Neoarsphenamine shall not be sold in interstate traffic, or in 
the District of Columbia, or exported or imported except as pro- 
vided herein. 

2. Neoarsphenamine shall be offered for sale only in colorless glass 
ampules containing an atmosphere of an inert gas, or in a vacuum. 

3. Each ampule shall be plainly marked so as to show the license 
number, the lot number, the name of the preparation, the actual 
amount of neoarsphenamine in the container, and the name and 
address of the manufacturer in the following manner: 

License No. Lot No. 

This package contains grams of neoarsphenamine (a 

compound prepared from arsphenamine by means of formaldehyd-sulphoxylate) 
and conforms with the regulations and tests prescribed by the United States 
Public Health Service. Made by 

The name neoarsphenamine shall be given precedence on the labels 
of containers and packages over the particular brand or trade name, 
and the size of type and the display used for the name neoarsphena- 
mine shall be at least as conspicuous as that used for the brand or 
trade name. 

4. Each lot of the finished product shall be tested by the manu- 
facturer for arsenic content and toxicity. 

(1) The total arsenic content of the drug as obtained from the 
ampule shall not be below 18 nor above 20 per cent when determined 
according to Lehmann's method as described in Public Health Ee- 
ports, volume 33, June 21, 1918, page 1012. The drug should be 
freely mobile in ampule and soluble in cold water (1 gm, in 10 *c. c 
of water in 5 minutes) . 

(2) The maximum tolerated dose shall not be less than 200 milli- 
grams per kilo body weight for albino rats, when tested as follows: 

(a) Animals must be well nourished and free from disease, weigh- 
ing from 100 to 150 gm. Pregnant animals shall not be used. 

(b) The rats should be fed both before and during the period of 
observation on a ration consisting of white bread, cracked com, oats; 
cow's milk, and, in addition, twice weekly, fresh beef and cabbage. 
An adequate supply of fresh, clean water should be provided at all 
times. The rats should have no access to food for from 18 to 12 
hours preceding the injection, though water should be supplied 
during this time. 
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(c) Preparation of solution,- — ^The drug shall be dissolved in cold 
glass- distilled water. A preparation which is not readily soluble in 
cold distilled water should be discarded at once as a dangerous 
product. The final concentration of the solution shall be in the 
proportion of 4 parts per 100. 

(d) Method of injeatum. — This should be made into the saphenous 
jVein by means of a burette or a syringe, accurately graduated to 
0.01 cc. When hemorrhage occurs it should be controlled mechani- 
cally. 

(e) Bate of injection. — This shall be at from 12 to 15 seconds for 
each 0.1 cc. of the solution. 

(/) An anesthetic is not required. 

(g) For each toxicity test a series of hot less than five rats shall 
be used, and at least 60 per cent of the animals injected must survive 
at least seven days from the time of the injection, provided that if 
the first test is made on five rats only and more than one die the test 
must be repeated and the final result based on the total number of 
rats injected. 

5. In addition to tests made by the manufacturer before the drug is 
put in ampules, final tests of the product as prepared for the market 
shall be made on each lot by the United States Public Health Service 
before its release. For this purpose samples of each lot shall be for- 
warded by the manufacturer to the Hygienic Laboratory of the 
United States Public Health Service. The number of samples sup- 
plied shall not be less than 10 ampules from any lot, and from lots 
of over 1,000 ampules 1 per cent shall be furnished. Each ampule 
forwarded shall contain at least 0.9 gm. neoarsphenamine. Accom- 
panying each lot, the manufacturer shall send a copy of the report of 
the toxicity test and arsenic determination on which it was passed. 

6. Officers of the Public Health Service, when duly detailed, may 
enter establishments for the purpose of securing samples and con- 
ducting inspections. 

7. When lots have satisfactorily passed the prescribed tests, they 
may be offered for sale ; but the right is reserved to require the with- 
drawal from the market of any lot designated by the Surgeon General 
of the United States Public Health Service. 

8. Manufacturers shall retain 2 "per cent of the product from each 
lot for a period of three months from the time the preparation is 
placed on the market, provided that in no case this is less than 10 
ampules of 0.9 gm. each. 



IBEOXTLATIONS FOR THE CONTROL OF THE MANTJFACTTIRE AND 

SALE OF SODITJH ARSFHENAHINE. 

1. Sodium arsphenamine shall not be sold in interstate traffic, or in 
the District of Columbia, or exported or imported, except as provided 
herein. 

2. Sodium arsphenamine shall be offered for sale only in colorless 
glass ampules containing an atmosphere of inert gas, or in a vacuum. 

3. Each ampule shall be plainly marked so as to show the license 
number, the lot number, the name of the preparation, the actual 
amount of sodium arsphenamine in the container, and the namfe and 
address of the manufacturer, in the following manner : 

License No. . Lot No. 

This package contakis grams of sodium arsphenamitie 

(a compound prepared from arsphenamine by treating with sodium hydroxide) 
which conforms with the regulations and tests prescribed by the United States 
Public Health Service. Made by 

The name " Sodium arsphenamine " shall be given precedence on 
the labels of containers and packages over the particular brand or 
trade name, and the size of type and display used for the name 
** Sodium arsphenamine " shall be at least as conspicuous as that used 
for the brand or trade name. 

4. Each lot of the finished product shall be tested by the manu- 
facturer for arsenic content and toxicity. 

(1) The total arsenic content of the drug as obtained from the 
ampule shall be 20 per cent, plus or minus 1 per cent (20 ± 1 per 
cent) i. e., the percentage of arsenic shall be between 19 and 21 per 
cent, preferably as near 20 per cent as possible, when determined ac- 
cording to Lehmann's method as described in Public Health Reports 
vol. 33, June 21, 1918, page 1012. 

(2) The maximum tolerated dose shall be not less than 180 mgm. 
per kilo body weight for the albino rat when tested as follows : 

(a) Animals must be healthy and weigh from 100 to 150 grams. 
Pregnant animals shall not be used. 

(6) Feeding and care of animals. — The rats shall be fed both be- 
fore and during the period of observation on a ration consisting of 
white bread, cracked corn, cow's milk, and, in addition, twice weekly, 
fresh beef and cabbage. An adequate supply of fresh, clean water 
shall be provided at all times. The rats shall have no access to food 
for from 18 to 12 hours preceding the injection, though water should 
be supplied during this time. 
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(c) The drug must be readily and completely soluble at room 
temperature in freshly glass-distilled water, in which it shall be dis- 
solved for toxicity testing. The concentration of the drug shall be 
in the proportion of 4 parts in 100. 

(d) Method of injection, — ^This should be made into the saphenous 
vein by means of a burette or syringe, accurately graduated to 
0.01 c. c. When hemorrhage occurs it should be controlled me- 
chanically. 

(e) Rate of injection, — ^This shall be at from 12 to 15 seconds for 
each 0.1 c. c. of the solution. 

(/) An anaesthetic is not required. 

(g) For each toxicity test a series of not less than five rats shall be 
used, and at least 60 per cent of the animals injected must survive 
at lea^t 48 hours from the time of the injection, provided that if the 
first test is made on five rats only and more than one die the test must 
be repeated and the final result based on the total number of rats in- 
jected. 

5. In addition to tests made by the manufacturer final tests of the 
product as prepared for the market shall be made on each lot by 
the United States Public Health Service before its release. For this 
purpose samples of each lot shall be forwarded by the manufacturer 
to the Hygienic Laboratory of the United States Public Health 
Service. The number of samples supplied shall not be less than 10 
ampules from any lot, and from lots of over 1,000 ampules 1 per 
cent shall be furnished. Each ampule forwarded shall contain at 
least 0.6 gm. of sodium arsphenamine. Accompanying each lot, the 
manufacturer shall send a copy of the report of the toxicity test 
and arsenic determination on which it was passed. 

6. Officers of the Public Health Service, when duly detailed, may 
enter establishments for the purpose of securing samples and con- 
ducting inspections. 

7. When lots have satisfactorily passed the prescribed tests they 
may be offered for sale, but the right is reserved to require the with- 
drawal from the market of any lot designated by the Surgeon 
General of the United States Public Health Service. 

8. Manufacturers shall retain 2 per cent of the product from 
each lot for a period of three months from the time the preparation 
is placed on the market, provided that the quantity so retained is in 
no case less than 10 ampules of at least 0.6 gm. each. 



[32 Stat., 728.] 

AN ACT To regulate the sale of viruses, serums, tozlDs, and analogous products in the 
District of Columbia, to regulate interstate traffic in said articles, and for other 
purposes. 

Be it enacted by the Senate and House of Representatives of the United 
States of America in Congress assembled, That from and after six months after 
the promulgation of the regulations authorized by section four of this act no 
person shall sell, barter, or exchange, or offer for sale, barter, or exchange 
in the District of Columbia, or send, carry, or bring for sale, barter, or ex- 
change from any State, Territory, or the Distict of Columbia into any State, 
Territory, or the District of Columbia, or from any foreign country into the 
United States, or from, the United States into any foreign country, any virus, 
therapeutic serum, toxin, antitoxin, or analogous product applicable to the 
prevention and cure of diseases of man, unless (a) such virus, serum, toxin, 
antitoxin, or product has been propagated and prepared at an establishment 
holding an unsuspended and unrevoked license, issued by the Secretary of the 
Treasury as hereinafter authorized, to propagate and prepare such virus, serum, 
toxin, antitoxin, or product for sale in the District of Columbia, or for sending, 
bringing, or carrying from place to place aforesaid; nor (b) unless each 
package of such virus, serum, toxin, antitoxin, or product is plainly marked 
with the proper name of the article contained therein, the name, address, and 
license number of the manufacturer, and the date beyond which the contents 
can not be expected beyond reasonable doubt to yield their specific results: 
Provided, That the suspension or revocation of any license shall not prevent 
the sale, barter, or exchange of any virus, serum, toxin, antitoxin, or product 
aforesaid which has been sold and delivered by the licentiate prior to such 
suspension or revocation, unless the owner or custodian of such virus, serum, 
toxin, antitoxin, or product aforesaid has been notified by the Secretary of 
the Treasury not to sell, barter, or exchange the same. 

Sec. 2. That no person shall falsely label or mark any package or container 
of any virus, serum, toxin, antitoxin, or product aforesaid ; nor alter any label 
or mark on any package or container of any virus, serum, toxin, antitoxin, 
or product aforesaid so as to falsify such label or mark. 

Sec. 3. That any officer, agent, or employee of the Treasury Department, 
duly detailed by the Secretary of the Treasury for that purpose, may, during 
all reasonable hours, enter and inspect any establishment for the propagation 
and preparation of any virus, serum, toxin, antitoxin, or product aforesaid 
for sale, barter, or exchange in the District of Columbia, or to be sent, carried, 
or brought from any State, Territory, or the District of Columbia into any 
other State or Territory or the District of Columbia, or from the United States 
into any foreign country, or from any foreign country into the United States. 

Sec. 4. That the Surgeon Greneral of the Army, the Surgeon General of the 
Navy, and the supervising Surgeon Greneral of the Marine Hospital Service be, 
and they are hereby, constituted a board with authority, subject to the approval 
of the Secretary of the Treasury, to promulgate from time to time such rules 
as may be necessary in the judgment of said board to govern the issue, suspen- 
sion, and revocation of licenses for the maintenance of establisliments for the 
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propagation and preparation of viruses, serums, toxins, antitoxins, and analo- 
gous products, applicable to the prevention and cure of diseases of man, 
intended for sale in the District of Columbia, or to be sent, carried, or brought 
for sale from any State, Territory, or the District of Columbia, into any other 
State, Territory, or the District of Columbia, or from the United States into 
any foreign country, or from any foreign country into the United States: 
Provided J That all licenses issued for the maintenance of establishments for 
the propagation and preparation in any foreign country of any virus, serum, 
toxin, antitoxin, or product aforesaid, for sale, barter, or exchange in the 
United States, shall be issued upon condition that the licentiates will permit 
the inspection of the establishments where said articles are propagated and 
prepared, in accordance with section three of this act. 

Sec. 5. That the Secretary of the Treasury be, and he is hereby, authorized 
and directed to enforce the provisions of this act and of such rules and regula- 
tions as may be made by authority thereof; to issue, suspend, and revoke 
licenses for the maintenance of establishments aforesaid, and to detail for the 
discharge of such duties such officers, agents, and employees of the Treasury 
Department as may in his judgment be necessary. 

Sec. 6. That no person shall interfere with any officer, agent, or employee 
of the Treasury Department in the performance of any duty imposed upon 
him by this act or by regulations made by authority thereof. 

Sec. 7. That any X)erson who shall violate or aid or abet in violating any of 
the provisions of this act shall be punished by a fine not exceeding five hundred 
dollars or by imprisonment not exceeding one year, or by both such fine and 
imprisonment, in the discretion of the court 

Sec. 8. That all acts and parts of acts inconsistent with the provisions of 
this act be, and the same are hereby, repealed. 

Approved July 1, 1902. 
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